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NEWS EXPRESS NOVEMBER 14 CURRENT WINDOWS VERSION IS V6.01C, CURRENT 
MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 23 SEPTEMBER 2 003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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FILE 1 HOME ' ENTERED AT 15:11:54 ON 05 DEC 2003 



=> file medline 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'MEDLINE' ENTERED AT 15:12:04 ON 05 DEC 2 003 



FILE LAST UPDATED: 2 DEC 2003 (2 0031202/UP) . FILE COVERS 1958 TO DATE. 



On April 13, 2 003, MEDLINE was reloaded. See HELP RLOAD for details. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 

MeSH 2003 vocabulary. See http://www.nlm.nih.gov/mesh/changes2 0 03.html 

for a description on changes. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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LI 19 "WEBSTER M K"/AU 

=> s "agk"/ti 

L2 6 "AGK" /TI 

( ( "AGK" OR "AGKS" ) /TI) 

=> s 11 and 12 

L3 0 LI AND L2 

=> s "sgk"/ti 

L4 53 "SGK"/TI 

( ("SGK" OR "SGKS") /TI) 

=> s 11 and 14 

L5 1 LI AND L4 

=> d ibib 



L5 ANSWER 1 OF 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



MEDLINE on STN 
93204 94 9 MEDLINE 
93204949 PubMed ID: 8455596 

Characterization of sgk, a novel member of the 
serine/ threonine protein kinase gene family which is 



AUTHOR : 

CORPORATE SOURCE: 

CONTRACT NUMBER: 

CA-09041 (NCI) 
SOURCE : 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 
ENTRY MONTH: 
ENTRY DATE: 



transcriptionally induced by glucocorticoids and serum. 
Webster M K; Goya L; Ge Y; Maiyar A C; Firestone 
G L 

Department of Molecular and Cell Biology, University of 
California, Berkeley 94720. 
CA-05388 (NCI) 

MOLECULAR AND CELLULAR BIOLOGY, (1993 Apr) 13 (4) 2031-40, 
Journal code: 8109087. ISSN: 0270-7306. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
GENBANK- L 01624 
199304 

Entered STN: 19930507 

Last Updated on STN : 2 0 02 042 0 

Entered Medline: 19930420 
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=> s 16 and 17 

L8 1 L6 AND L7 

=> d ibib 



L8 ANSWER 1 OF 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR : 

CORPORATE SOURCE: 



SOURCE : 



PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
OTHER SOURCE: 



MEDLINE on STN 
97272242 MEDLINE 
97272242 PubMed ID: 9114008 

Cloning and characterization of a putative human 
serine/threonine protein kinase transcriptionally modified 
during anisotonic and isotonic alterations of 
cell volume. 

Waldegger S; Barth P; Raber G; Lang F 

Physiologisches Institut I der Eberhard-Karls-Universitat , 
D-72076 Tubingen, Germany. 

PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 
UNITED STATES OF AMERICA, (1997 Apr 29) 94 (9) 4440-5. 
Journal code: 7505876. ISSN: 0027-8424. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
GENBANK- Y10032 



ENTRY MONTH: 199705 

ENTRY DATE: Entered STN: 19970609 

Last Updated on STN: 20020420 
Entered Medline: 19970527 



=> file home 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'HOME' ENTERED AT 15:22:07 ON 



SINCE FILE TOTAL 

ENTRY SESSION 

6.78 6.99 

05 DEC 2003 



=> file medline embase biosis biotechds scisearch hcaplus ntis lifesci ntis lifesci 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 11.34 18.33 



FILE ' MEDLINE 1 ENTERED AT 15:54:36 ON 05 DEC 2003 

FILE 'EMBASE* ENTERED AT 15:54:36 ON 05 DEC 2003 
COPYRIGHT (C) 2003 Elsevier Inc. All rights reserved. 

FILE 'BIOSIS 1 ENTERED AT 15:54:36 ON 05 DEC 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'BIOTECHDS 1 ENTERED AT 15:54:36 ON 05 DEC 2 0 03 

COPYRIGHT (C) 2003 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 

FILE 'SCISEARCH' ENTERED AT 15:54:36 ON 05 DEC 2003 
COPYRIGHT 2003 THOMSON I SI 



FILE 'HCAPLUS' ENTERED AT 15:54:36 ON 05 DEC 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'NTIS' ENTERED AT 15:54:36 ON 05 DEC 2 0 03 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2003) 

FILE 'LIFESCI' ENTERED AT 15:54:36 ON 05 DEC 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



=> s serum or glucocorticoid 

L9 2835796 SERUM OR GLUCOCORTICOID 



=> s 19 (5w) kinase? 

L10 12934 L9 (5W) KINASE? 

=> s human and 110 

Lll 7514 HUMAN AND L10 

=> s "h-sgk" 

L12 40 "H-SGK" 

=> s 111 or 112 

L13 7531 Lll OR L12 



=> s clonm? or express? or recombinant 



L14 54443 06 CLONM? OR EXPRESS? OR RECOMBINANT 



= >, s clon? or express? or recombinant 

6 FILES SEARCHED . . . 
L15 6261292 CLON? OR EXPRESS? OR RECOMBINANT 

=> s 113 and 115 

L16 1008 L13 AND L15 

=> dup rem 112 

PROCESSING COMPLETED FOR L12 

L17 20 DUP REM L12 (20 DUPLICATES REMOVED) 

=> d 1-20 ibib ab 

L17 ANSWER 1 OF 20 SCISEARCH COPYRIGHT 2003 THOMSON ISI on STN 
ACCESSION NUMBER: 2003:198707 SCISEARCH 

THE GENUINE ARTICLE: 64 8BF 

TITLE: Expression of the serum- and glueocorticoid-inducible 

protein kinase, Sgk, is a cell survival response to 
multiple types of environmental stress stimuli in mammary 
epithelial cells 

AUTHOR: Leong M L L; Maiyar A C; Kim B; O'Keeffe B A; Firestone G 

L (Reprint) 

CORPORATE SOURCE: Univ Calif Berkeley, Dept Mol & Cell Biol, 591 LSA, 

Berkeley, CA 94720 USA (Reprint) ; Univ Calif Berkeley, 
Dept Mol & Cell Biol, Berkeley, CA 9472 0 USA; Univ Calif 
Berkeley, Cane Res Lab, Berkeley, CA 94 720 USA 

COUNTRY OF AUTHOR: USA 

SOURCE: JOURNAL OF BIOLOGICAL CHEMISTRY, (21 FEB 2003) Vol. 278, 

No. 8, pp. 5871-5882. 

Publisher: AMER SOC BIOCHEMISTRY MOLECULAR BIOLOGY INC, 
9650 ROCKVILLE PIKE, BETHESDA, MD 20814-3996 USA. 
ISSN: 0021-9258. 

DOCUMENT TYPE: Article/ Journal 

LANGUAGE : English 

REFERENCE COUNT: 86 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB The effects of multiple stress stimuli on the cellular utilization of 

the serum- and glucocorticoid-inducible protein kinase (Sgk) were examined 
in NMuMg mammary epithelial cells exposed to hyperosmotic stress induced 
by the organic osmolyte sorbitol, heat shock, ultraviolet irradiation, 
oxidative stress induced by hydrogen peroxide, or to dexamethasone, a 
synthetic glucocorticoid that represents a general class of physiological 
stress hormones. Each of the stress stimuli induced Sgk protein expression 
with differences in the kinetics and duration of induction and in 
subcellular localization. The environmental stresses, but not 
dexamethasone, stimulated Sgk expression through a p3 8/ MAPK- dependent 
pathway. In each case, a hyperphosphorylated active Sgk protein was 
produced under conditions in which Akt, the close homolog of Sgk,' remained 
in its non-phosphorylated state. Ectopic expression of wild type Sgk or of 
the T256D/S422D mutant Sgk that mimics phosphorylation conferred 
protection against stress-induced cell death in NMuMg cells. In contrast, 
expression of the T256A/S422A Sgk phosphorylation site mutant has no 
effect on cell survival. Sgk is known to phosphorylate and negatively 
regulate proapoptotic forkhead transcription factor FKHRL1 . The 
environmental stress stimuli that induce Sgk, but not dexamethasone, 
strongly inhibited the nuclear transcriptional activity and increased the 
cytoplasmic retention of FKHRL1. Also, the conditional IPTG inducible 
expression of wild type Sgk, but not of the kinase dead T256A mutant Sgk, 
protected Con8 mammary epithelial tumor cells from serum 
starvation- induced apoptosis. Taken together, our study establishes that 
induction of enzymatically active Sgk functions as a key cell survival 
component in response to different environmental stress stimuli. 
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ACCESSION NUMBER : 
THE GENUINE ARTICLE: 
TITLE: 
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COUNTRY OF AUTHOR: 
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DOCUMENT TYPE: 
LANGUAGE : 
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AB 



SCISEARCH COPYRIGHT 2003 THOMSON ISI on STN 
2003 :401550 SCISEARCH 
674VM 

Stimulus -dependent regulation of serum and glucocorticoid 
inducible protein kinase (SGK) transcription, subcellular 
localization and enzymatic activity 

Firestone G L (Reprint); Giampaolo J R; O'Keeffe B A 
Univ Calif Berkeley, Dept Mol & Cell Biol, 591 LSA, 
Berkeley, CA 94720 USA (Reprint); Univ Calif Berkeley, 
Dept Mol & Cell Biol, Berkeley, CA 94720 USA; Univ Calif 
Berkeley, Cane Res Lab, Berkeley, CA 94720 USA 
USA 

CELLULAR PHYSIOLOGY AND BIOCHEMISTRY, (APR 2003) Vol. 13 
No. 1, pp. 1-12. 

Publisher: KARGER, ALLSCHWILERSTRASSE 10, CH-4009 BASEL 
SWITZERLAND. 
ISSN: 1015-8987. 
General Review; Journal 
English 
79 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
We originally discovered the serum and glucocorticoid inducible protein 
kinase, SGK, as a novel protein kinase that is under acute transcriptional 
control by serum and glucocorticoids. An expanding set of cell surface 
receptor, nuclear receptor, and cellular stress pathways has been shown to 
target SGK, which has implicated this regulated signaling molecule in a 
variety of biological functions. Compared to most other protein kinases, a 
distinguishing feature of SGK is the stringent stimulus -dependent 
regulation of its transcription, subcellular localization and enzymatic 
activity. In addition, SGK expression is regulated during discrete 
developmental stages, and during normal and abnormal physiological 
function. An analysis of the SGK promoter reveals many potential 
transcription factor sites that potentially account for the 
stimulus -dependent changes in SGK transcript expression observed in a 
variety of cell systems, although, the direct stimulus regulation of SGK 
promoter activity has been established only for glucocorticoids, p53 tumor 
suppressor protein, hyperosmotic stress and follicle stimulating hormone. 
In the systems tested to date, hormones, growth factors and environmental 
cues induce expression of a catalytically active SGK. It is now well 
established that the enzymatic activity of SGK is controlled by the PI 
3 -kinase cascade which produces a hyperphosphorylated active SGK. A 
critical third level of regulation is the stimulus -dependent control of 
SGK subcellular localization. The nuclear-cytoplasmic shuttling of SGK is 
regulated by a nuclear localization signal (NLS) that binds to the 
importin-alpha nuclear import receptor. Modeling of the 3-D structure of 
the central region of SGK that includes the kinase domain predicts that 
the MLS is located at an external surface of the molecule. Thus, multiple 
signal transduction pathways converge on SGK to control its availability, 
function and access to its substrates and nonsubstrate targets. Copyright 
(C) 2003 S. Karger AG, Basel. 



L17 ANSWER 3 OF 2 0 
ACCESSION NUMBER: 
THE GENUINE ARTICLE: 
TITLE: 



AUTHOR : 



CORPORATE SOURCE: 



SCISEARCH COPYRIGHT 2 0 03 THOMSON ISI on STN 
2002 : 246823 SCISEARCH 
53 0ND 

Cerebral localization and regulation of the cell 
volume -sensitive serum- and glucocorticoid-dependent 
kinase SGK1 

Warntges S; Friedrich B; Henke G; Duranton C; Lang P A; 
Waldegger S; Meyermann R; Kuhl D; Speckmann E J; 
Obermuller N; Witzgall R; Mack A F; Wagner H J; Wagner C 
A; Broer S; Lang F (Reprint) 

Univ Tubingen, Inst Physiol, Gmelinstr 5, D-72 076 
Tubingen, Germany (Reprint); Univ Tubingen, Inst Physiol, 



COUNTRY OF AUTHOR 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT 



AB 



The serum- 



D-72076 Tubingen, Germany; Univ Tubingen, Dept Brain Res, 
D- 72 076 Tubingen, Germany; Univ Hamburg, Zentrum Mol 
Neurobiol, Hamburg, Germany; Univ Munster, Dept Physiol, 
D-4400 Munster, Germany; Univ Heidelberg, Dept Anat, 
D-6900 Heidelberg, Germany; Univ Tubingen, Dept Anat, 
D-72076 Tubingen, Germany; Yale Univ, Dept Cellular & Mol 
Physiol, New Haven, CT USA 
Germany; USA 

PFLUGERS ARCH IV- EUROPEAN JOURNAL OF PHYSIOLOGY, (FEB 2 002) 
Vol. 443, No. 4, pp. 617-624. 

Publisher: S PR INGER - VERLAG , 175 FIFTH AVE, NEW YORK, NY 
10010 USA. 
ISSN: 0031-6768, 
Article; Journal 
English 
42 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
and glucocorticoid-dependent kinase SGK1 is regulated by 
alterations of cell volume, whereby cell shrinkage increases and cell 
swelling decreases the transcription, expression and activity of SGK1. The 
kinase is expressed in all human tissues studied including the brain. The 
present study was performed to localize the sites of SGK1 transcription in 
the brain, to elucidate the influence of the hydration status on SGK1 
transcription and to explore the functional significance of altered SGK1 
expression. Northern blot analysis of human brain showed SGK1 to be 
expressed in all cerebral structures examined: amygdala, caudate nucleus, 
corpus callosum, hippocampus, substantia nigra, subthalamic nucleus and 
thalamus. In situ hybridization and immunohistochemistry in the rat 
revealed increased expression of SGK1 in neurons of the hippocampal area 
CA3 after dehydration, compared with similar slices from brains of 
euvolaemic rats. Additionally, several oligodendrocytes, a few microglial 
cells, but no astrocytes, were positive for SGK1. The abundance of SGK1 
mRNA in the temporal lobe, including hippocampus, was increased by 
dehydration and SGK1 transcription in neuroblastoma cells was stimulated 
by an increase of extracellular osmolarity. Co-expression studies in 
Xenopus laevis oocytes revealed that SGK1 markedly increased the activity 
of the neuronal K+ channel Kvl . 3 . As activation of K+ channels modifies 
excitation of neuronal cells, SGK1 may participate in the regulation of 
neuronal excitability. 
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TITLE : 



AUTHOR : 
CORPORATE 



SOURCE : 



COUNTRY 
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OF AUTHOR: 



SCISEARCH COPYRIGHT 2003 THOMSON IS I on STN 
2003 :241577 SCISEARCH 
654HJ 

Activation of Na+/K+-ATPase by the serum and 
glucocorticoid-dependent kinase isoforms 
Henke G; Setiawan I; Bohmer C; Lang F (Reprint) 
Univ Tubingen, Inst Physiol, Gmelinstr 5, D-72076 
Tubingen, Germany (Reprint) ; Univ Tubingen, Inst Physiol, 
D-72076 Tubingen, Germany 
Germany 

KIDNEY & BLOOD PRESSURE RESEARCH, (DEC 2002) Vol. 25, No. 
6, pp. 370-374. 

Publisher: KARGER, ALLSCHWILERSTRASSE 10, CH-4009 BASEL, 
SWITZERLAND . 
ISSN: 1420-4096. 
Article; Journal 
English 
49 

*ABS TRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Background/Aim: Expression of the constitutively active form of serum 
and glucocorticoid-dependent kinase ( (S422D) SGK1) in Xenopus oocytes has 
recently been shown to upregulate endogenous Na+/K+-ATPase activity, an 
effect presumably participating in the regulation of cellular K+ uptake 
and transepithelial Na+ transport. SGK1 and the two isoforms SGK2 and SGK3 



DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT 



AB 



are stimulated by insulin and insulin-like growth factor-1 (IGF-1) , which 
have been shown to enhance Na+/K+-ATPase activity in a variety of cells. 
The present experiments have been performed to elucidate whether or not 
wild-type SGK1, SGK2 and SGK3 are similar to (S422D)SGK1 in being 
effective regulators of Na+/K+-ATPase . Methods: To this end, 
dual -electrode voltage clamp experiments were performed in Xenopus oocytes 
injected either with water or with mRNA of constitutively active 
(S422D)SGK1 and wild-type SGK1, SGK2 or SGK3 . Na+/K+-ATPase activity was 
estimated from the outward-directed current created by readdition of 
extracellular K+ in the presence of K+ channel blocker Ba2+ following a 
10-min exposure to K+-free extracellular fluid. Results: The 
outward-directed current was fully abolished by incubation with 1 mM 
ouabain and was significantly larger in oocytes expressing (S422D)SGK1, 
SGK1, SGK2 or SGK3 , as compared to those injected with water. Conclusion: 
The stimulating effect of SGK1 on the Xenopus oocyte Na+/K+-ATPase is 
mimicked by the isoforms SGK2 and SGK3 . Thus, all three kinases may 
participate in the regulation of Na+/K+-ATPase activity by hormones such 
as insulin and IGF-1. Copyright (C) 2002 S. Karger AG, Basel. 

L17 ANSWER 5 OF 2 0 SCISEARCH COPYRIGHT 2 003 THOMSON ISI on STN 
ACCESSION NUMBER: 2002:289276 SCISEARCH 

THE GENUINE ARTICLE: 53 6XJ 

TITLE: Expression of the serine/ threonine kinase hSGKl in chronic 

viral hepatitis 

AUTHOR: Fillon S; Klingel K; Warntges S; Sauter M; Gabrysch S; 

Pestel S; Tanneur V; Waldegger S; Zipfel A; Viebahn R; 
Broer S; Kandolf R; Lang F (Reprint) 

CORPORATE SOURCE: Univ Tubingen, Inst Physiol, Dept Physiol, Gmelinstr 5, 

D-72076 Tubingen, Germany (Reprint) / Univ Tubingen, Inst 
Physiol, Dept Physiol, D-72076 Tubingen, Germany; Univ 
Tubingen, Dept Mol Pathol, D-72 076 Tubingen, Germany; Univ 
Dusseldorf, Dept Internal Med, D-4000 Dusseldorf, Germany; 
Univ Tubingen, Dept Surg, D-72076 Tubingen, Germany; 
Australian Natl Univ, Sch Biochem & Mol Biol, Canberra, 
ACT, Australia 

COUNTRY OF AUTHOR: Germany; Australia 

SOURCE: CELLULAR PHYSIOLOGY AND BIOCHEMISTRY, (DEC 2 002) Vol. 12, 

No. 1, pp. 47-54. 

Publisher: KARGER, ALLSCHWILERSTRASSE 10, CH-4009 BASEL, 

SWITZERLAND. 

ISSN: 1015-8987. 

DOCUMENT TYPE: Article; Journal 

LANGUAGE: English 

REFERENCE COUNT: 37 

*ABS TRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB The human serine/threonine kinase hSGKl is expressed ubiquitously with 

highest transcript levels in pancreas and liver. This study has been 
performed to determine the hSGKl distribution in normal liver and its 
putative role in fibrosing liver disease. HSGKl- localization was 
determined by in situ hybridization, regulation of hSGKl-transcription by 
Northern blotting, fibronectin synthesis and hSGKl phosphorylation by 
Western blotting. In normal liver hSGKl was mainly transcribed by Kupffer 
cells. In liver tissue from patients with chronic viral hepatitis, hSGKl 
transcript levels were excessively high in numerous activated Kupffer 
cells and inflammatory cells localized within fibrous septum formations. 
HSGKl transcripts were also detected in activated hepatic stellate cells. 
Accordingly, Western blotting revealed that tissue from fibrotic liver 
expresses excessive hSGKl protein as compared to normal liver. TGF-betal 
(2 ng/ml) increases hSGKl transcription in both human U93 7 macrophages and 
HepG2 hepatoma cells. H202 (0.3 mM) activated hSGKl and increased 
fibronectin formation in HepG2 cells overexpressing hSGKl but not in HepG2 
cells expressing the inactive mutant hSGKl (K127R) . In conclusion hSGKl is 
upregulated by TGF-betal during hepatitis and may contribute to enhanced 
matrix formation during fibrosing liver disease. Copyright (C) 2 0 02 S. 



Karger AG, Basel. 
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The present invention relates to the cloning and characterization of a 
human serine/threonine kinase (h-sgk: serum and 

glucocorticoid dependent kinase) . The invention furthermore relates to 
reagents for diagnosing conditions associated with a change in cell volume 
and/or in "macromolecular crowding" in the body, such as, for example, 
Hypernatremia, hyponatremia, diabetes mellitus, renal failure, 
hypercatabolism, hepatic encephalopathy, inflammation and microbial or 
viral infections. The present invention additionally relates to 
pharmaceuticals comprising the h-sgk, nucleic acids 
which code for the h-sgk, or receptors, in particular 
antibodies, which specifically bind to the h~sgk. 
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Cell volume regulatory mechanisms in progression of renal 
disease 

Warntges S; Grone H J; Capasso G; Lang F (Reprint) 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
One of the striking morphological features of renal failure is an 
increase of cell volume. This review explores the role of cell volume 
regulatory mechanisms in the pathophysiology of progressive renal disease. 
The case is made that TGF-beta, a major cytokine involved in the 
development of progressive renal failure, upregulates the transcription of 
the serum and glucocorticoid-dependent kinase hSGKl , involved in cell 
volume regulation. Excessive extracellular glucose concentrations 
stimulate TGF-betal expression and thus similarly enhance 
hSGKl-transcription. The kinase stimulates two mechanisms important for 
cell volume regulation, i.e. the renal epithelial Na+ channel ENaC and the 
thick ascending limb Na+, K+, 2C1 (-) cotransporter BSC1. On the one hand, 
stimulation of renal tubular transport leads to renal retention of Na+, 
which favours the development of hypertension. On the other, the increase 
of cell volume stimulates protein synthesis and inhibits protein 
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LANGUAGE : 
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AB 



degradation, contributing to the enhanced net formation and deposition of 
matrix proteins. At later stages, the increase of cell volume may be 
reversed to atrophy, and cell death may lead to loss of functional tissue. 
In conclusion, progressive renal disease is paralleled by deranged cell 
volume regulatory mechanisms. 
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AB The present invention relates to the cloning and characterization of a 
human serine/threonine kinase (h-sgk: serum and 

glucocorticoid dependent kinase) . The invention furthermore relates to 
reagents for diagnosing conditions associated with a change in cell volume 
and/or in "macromolecular crowding" in the body, such as, for example, 
hypernatremia, hyponatremia, diabetes mellitus, renal failure, 
hypercatabolism, hepatic encephalopathy, inflammation and microbial or 
viral infections. The present invention additionally relates to 
pharmaceuticals comprising the h-sgk, nucleic acids 
which code for the h-sgk, or receptors, in particular 
antibodies, which specifically bind to the h-sgk. 
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AB The invention relates to medicaments which contain inhibitors or 

activators of cell-vol . -regulated human serum and glucocorticoid-dependent 
kinase h-sgk, a serine -threonine kinase. Medicaments 
of this type contg. staurosporin or chelerythrine are suitable for 
treating conditions, such as fibrosis, in which an increased or reduced 
expression of h-sgk is identified. 
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Waldegger S; Kandolf R; Lang F 

Department of Molecular Pathology, Institute of Pathology, 
University of Tubingen, D-72 076, Tubingen, Germany. 
AMERICAN JOURNAL OF PHYSIOLOGY . GASTROINTESTINAL AND LIVER 
PHYSIOLOGY, (2000 Nov) 279 (5) G998-G1002. 
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Journal; Article; (JOURNAL ARTICLE) 
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Priority Journals 
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Entered STN: 20010322 
Last Updated on STN: 20020420 
Entered Medline: 20001130 
Transcript levels of the human serine/threonine kinase h- 
sgk have been found to be highest in pancreas. In the present 
study, localization and regulation of h-sgk 

transcription in pancreatic tissue were elucidated. As was apparent from 
radioactive in situ hybridization, most pancreatic acinar cells expressed 
high levels of h-sgk mRNA. h-sgk 

mRNA-positive cells were also found in ductal epithelia but not in 

pancreatic islets. In biopsy specimens from patients with pancreatitis, 

h-sgk mRNA levels were decreased in acinar cells but 

abundant in numerous mononuclear interstitial cells within areas of 

pancreatic necrosis and fibrosis. As shown by Northern blotting, 

h-sgk transcription in DAN-G pancreatic tumor cells is 

upregulated by osmotic cell shrinkage, serum, phorbol esters (phorbol 

12, 13-didecanoate) , and Ca(2+) ionophore A-23187 and decreased by 

staurosporine and cAMP. In conclusion, h-sgk 

transcription is regulated not only by cell volume but also by serum, 
protein kinase C stimulation, cAMP, and increase of intracellular Ca(2 + ) 
activity. The kinase may participate not only in normal function of 
exocrine pancreas but also in fibrosing pancreatitis. 
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Expression and localization of serum/glucocorticoid-induced 
kinase in the rat ovary: Relation to follicular growth and 
differentiation. 

Alliston T.N.; Gonzalez -Robayna I.J.; Buse P.; Firestone 
G.L.; Richards J.S. 

Dr. J.S. Richards, Department of Molecular Biology, Baylor 
College of Medicine, Houston, TX 7703 0, United States, 
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English 
English 

Expression of serum/glucocorticoid-inducible kinase (Sgk) , one member of 
an inducible serine/threonine kinase family, is induced by FSH/cAMP in rat 
granulosa cells cultured in defined medium. The FSH-stimulated pattern of 
sgk expression is biphasic, and transcriptional activation of the sgk gene 
depends on an intact Spl/Sp3 binding site within the proximal promoter. To 
determine whether sgk was expressed in a horjnone- dependent and 
physiologically relevant manner in vivo, the cellular levels of sgk 
messenger RNA (mRNA) and protein as well as the subcellular localization 
of this kinase were analyzed in ovaries containing follicles and corpora 
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DOCUMENT TYPE 
FILE SEGMENT: 



LANGUAGE : 
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AB 



lutea at specific stages of differentiation. To stimulate follicular 
development and luteinization, hypophysectomized (H) rats were treated 
with estradiol (E; HE) and FSH (FSH; HEF) followed by hCG (hCG; HEF/hCG) . 
To analyze Sgk in functional corpora lutea, PRL was administered to 
HEF/hCG rats, or ovaries of pregnant rats were obtained on day 7, 15, or 
22 of gestation. In situ hybridization indicated that sgk mRNA was 
low/ undetectable in granulosa cells of H and HE rats. An acute in jection 
(iv) of FSH to HE rats rapidly increased sgk mRNA at 2 and 8 h. 
Sgk mRNA was also elevated in granulosa cells of preovulatory 
follicles of HEF rats and in luteal cells of HEF/hCG and pregnant rats. 
Northern blots and Western blots confirmed the in situ hybridization data, 
indicating that the amount and cellular localization Sgk protein were 
related to that of sgk mRNA. When the subcellular localization of this 
kinase was analyzed by immunohistochemistry , Sgk protein was nuclear in 
granulosa cells and some thecal cells of large preovulatory follicles. In 
contrast, Sgk protein was cytoplasmic in luteal cells as well as some 
cells within the stromal compartment. Intense immunostaining was also 
observed in oocytes present in primordial follicles, but not in growing 
follicles. Collectively, these results show that FSH and LH stimulate 
marked increases in the cellular content of Sgk, as well as dramatic 
changes in the subcellular distribution of this kinase. The specific 
nuclear vs. cytoplasmic compartmentalization of Sgk in granulosa cells and 
luteal cells, respectively, indicates that Sgk controls distinct functions 
in proliferative vs. terminally differentiated granulosa cells. 
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CORPORATE SOURCE: Institut fur Physiologie I, Gmelinstr. 5, D- 72 076 Tubingen, 

Germany . 

SOURCE: CELLULAR PHYSIOLOGY AND BIOCHEMISTRY, (2000) 10 (4) 203-8. 

Journal code: 9113221. ISSN: 1015-8987. 
PUB. COUNTRY: Switzerland 

DOCUMENT TYPE: Journal; Article/ (JOURNAL ARTICLE) 

LANGUAGE : Eng 1 i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200012 

ENTRY DATE: Entered STN: 2 0010322 

Last Updated on STN: 20020420 

Entered Medline: 20001222 
AB The human serum and glucocorticoid dependent serine/threonine kinase 
h-sgk has previously been discovered as cell volume 

regulated gene. The present study has been performed to elucidate the 
involvement of p3 8 -kinase in the transcriptional control of h- 
sgk by osmotic cell shrinkage. The p3 8 -kinase has previously been 
cloned as the mammalian homologue of HOG1 kinase, which constitutes a part 
of the osmosensor in the yeast Saccharomyces cerevisiae. Phosphorylated 
(active) p3 8 -kinase has been estimated with Western blotting, 
transcription of hsgk using Northern blotting. Both, increase of 
extracellular NaCl concentration by 50 mmol/1 and addition of 10 
micromol/1 anisomycin increase phosphorylation of the p3 8 -kinase within 5 
to 10 minutes, h-sgk transcription is upregulated by 

addition of 50 mmol/1 NaCl and by anisomycin (10 micromol/1) , effects 
completely inhibited by the specific p38-kinase inhibitor, SB 203580 (10 
micromol/1) . In conclusion, the stimulation of h-sgk 
transcription by osmotic cell shrinkage is mediated by p3 8 -kinase. 
Copyright 2 000 S. Karger AG, Basel. 
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99238882 PubMed ID: 10220500 
h-sgk serine -threonine protein kinase 

gene as transcriptional target of transforming growth 
factor beta in human intestine. 

Waldegger S; Klingel K; Barth P; Sauter M; Rfer M L; 
Kandolf R; Lang F 

Institute of Physiology, University of Tubingen, Tubingen, 
Germany. . florian.lang@uni-tuebingen.de 
GASTROENTEROLOGY, (1999 May) 116 (5) 1081-8. 
Journal code: 0374630. ISSN: 0016-5085. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
199906 

Entered STN: 19990618 
Last Updated on STN: 20020420 
Entered Medline: 19990607 
BACKGROUND & AIMS: Recently, the immediate early gene h- 
sgk was cloned as a hypertonic ity- induced gene from human hepatoma 
cells. The aim of this study was to localize h-sgk 

messenger RNA (mRNA) expression in normal and inflamed intestinal mucosa 
and to identify potential transcriptional regulators. METHODS: h 
-sgk mRNA in small intestinal mucosa from healthy persons and 
patients with Crohn's disease was determined by in situ hybridization. 
Transcriptional regulation was studied by Northern blot analysis of total 
RNA isolated from cultured human Intestine 407, U937, and HepG2 cells. 
RESULTS: In normal ileum, h-sgk mRNA was selectively 
localized to the apical villus enterocytes, whereas no staining was 
detected in crypt cells. In Crohn's disease, enterocytes of the crypts 
expressed h-sgk and abundant h-sgk 

positive inflammatory cells appeared in the lamina propria. Combined 
h-sgk in situ hybridization and immunohistochemical 

analysis of CD68 antigen expression identified a part of these cells as 
macrophages. In addition to spatial correlation of transforming growth 
factor (TGF) -betal protein and h-sgk mRNA expression, 
h-sgk transcription in human Intestine 4 07 and HepG2 

cells as well as in U937 monocytes /macrophages was strongly induced by 
TGF-betal in vitro. CONCLUSIONS: h-sgk expression in 

normal and inflamed intestinal mucosa may be regulated by TGF-betal and 
may contribute to the pleiotropic actions of TGF-betal in mucosal cell 
populations . 
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Cell volume regulatory kinase h-sgk in 
the pathophysiology of diabetic nephropathy. 
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Journal of the American Society of Nephrology, (Sept., 
1999) Vol. 10, No. PROGRAM AND ABSTR. ISSUE, pp. 685A. 
print . 

Meeting Info. : 32nd Annual Meeting of the American Society 
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h-sgk and related proteins; 

enzyme and protein used for diagnosis and therapy of 
condition related to cell -volume change 
Lang F; Waldegger S 
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Marburg , Germany . 
EP 861896 2 Sep 1998 
EP 1998-101338 27 Jan 1998 
DE 1997-1008173 28 Feb 1997 
Patent 
German 

WPI: 1998-449109 [39] 
A nucleic acid (A) that encodes the human cell -volume regulating serum 
and glucocorticoid-dependent kinase (h-sgk) with a 

given 431 amino acid protein sequence is claimed. (A) has a given 2,370 
bp nucleotide sequence. Also claimed are nucleic acids that hybridize 
with (A) under stringent conditions and encode an active cell -volume 
regulating kinase, the transcription of which is not induced by fetal 
cattle-serum or glucocorticoids. Alternatively it can encode a kinase 
that is not identical with rat -sgk. The claims also cover polynucleotide 
fragments consisting of bases 980-1,480 of the given sequence that 
encodes an immunogenic fragment of h-sgk. The claims 
extend to recombinant h-sgk, and receptors that 
specifically bind to h-sgk. The new nucleic acids 

are used to detect (A) by Northern blotting and hybridization. The 
protein h-sgk can be used to detect receptors which 
can be used to detect and quantify h-sgk in 

immunoassays. This has application in diagnosis and therapy of 
conditions associated with cell-volume changes, including hyper-and 
hypo-natriemia, diabetes mellitus, fructose intolerance, Alzheimer 
disease, etc. (15pp) 
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Recently, the cell -volume -regulated serine- threonine protein kinase 
h- sgk was cloned from a human hepatoma cell line. The 
sgk gene was shown to be induced by cell shrinkage in many different 



mammalian cell lines. In this study, two highly conserved serine-threonine 
protein kinases, sgk-1 and sgk- 2, were cloned from rectal gland tissue of 
the spiny dogfish (Squalus acanthias) . Both kinases showed a distinct 
pattern of tissue specificity, with high expression levels in kidney, 
intestine, liver and heart. In rectal gland slices sgk-1 transcription was 
induced by exposure to hypertonic solution, reduction of the extracellular 
urea concentration, and addition of the secretagogues vasoactive 
intestinal polypeptide (VIP) and carbachol . The shark sgk-1 
serine-threonine protein kinase may therefore provide a link between cell 
volume, CI -secretion and protein phosphorylation state in shark rectal 
gland cells. 
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Hepatic metabolism and gene expression are among other regulatory 
mechanisms controlled by the cellular hydration state, which changes 
rapidly in response to anisotonicity , concentrative substrate uptake, 
oxidative stress, and under the influence of hormones such as insulin and 
glucagon. Differential screening for cell volume sensitive transcripts in 
a human hepatoma cell line revealed a gene for a putative serine/ threonine 
kinase, h-sgk, which has 98% sequence identity to a 

serum- and glucocorticoid regulated kinase, sgk, cloned from a rat mammary 
tumor cell line, h-sgk transcript levels were strongly 

altered during anisotonic and isotonic cell volume changes. Within 30 min 

h-sgk RNA was, independent • of de novo protein synthesis, 

induced upon cell shrinkage and, due to a complete stop in h- 

sgk transcription, reduced upon cell swelling. Comparable changes 

of sgk transcript levels were observed in a renal epithelial cell line. 

h-sgk mRNA was detected in all human tissues tested, 

with the highest levels in pancreas, liver, and heart. The putative 

serine/ threonine protein kinase h-sgk may provide a 

functional link between the cellular hydration state and metabolic 

control . 
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Meeting Info.: 3 1ST NATIONAL MEETING OF THE AMERICAN 
ASSOCIATION FOR CLINICAL CHEMISTRY, NEW ORLEANS, LA., USA, 
JULY 15-20, 1979. CLIN CHEM. 
CODEN: CLCHAU. ISSN: 0009-9147. 
Conference ; (Meeting) 



FILE SEGMENT: 
LANGUAGE : 



BR 

ENGLISH 



L20 ANSWER 110 OF 166 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 

ACCESSION NUMBER: 1980:94351 BIOSIS 

DOCUMENT NUMBER: PREV198 01903 184 9 ; BR19: 31849 

TITLE : AN EVALUATION OF A TOTAL CREATINE KINASE METHOD FOR THE 

DUPONT AUTOMATIC CLINICAL ANALYZER. 
AUTHOR (S) : SASS M L [Reprint author] ; STOREY J D; O'NEAL W R 

CORPORATE SOURCE: ST LUKE'S HOSP, MILW, WIS 53215, USA 
SOURCE: Clinical Chemistry, (1979) Vol. 25, No. 6, pp. 1101. 
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SIBERT J R [Reprint author]; HARPER P S; THOMPSON R J; 
NEWCOMBE R G 

DEP CHILD HEALTH, LLANDOUGH HOSP, PENARTH, CF6 1XX, WALES, 
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The serum- 



D-72076 Tubingen, Germany; Yale Univ, Dept Cellular & Mol 
Physiol, New Haven, CT USA 
Germany; USA 

PFLUGERS ARCHIV- EUROPEAN JOURNAL OF PHYSIOLOGY, (FEB 2 002) 
Vol. 443, No. 4, pp. 617-624. 

Publisher: SPRINGER-VERLAG, 175 FIFTH AVE, NEW YORK, NY 
10010 USA. 
ISSN: 0031-6768. 
Article; Journal 
English 
42 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
and glucocorticoid-dependent kinase SGK1 is regulated by 
alterations of cell volume, whereby cell shrinkage increases and cell 
swelling decreases the transcription, expression and activity of SGK1. The 
kinase is expressed in all human tissues studied including the brain. The 
present study was performed to localize the sites of SGK1 transcription in 
the brain, to elucidate the influence of the hydration status on SGK1 
transcription and to explore the functional significance of altered SGK1 
expression. Northern blot analysis of human brain showed SGK1 to be 
expressed in all cerebral structures examined: amygdala, caudate nucleus, 
corpus callosum, hippocampus, substantia nigra, subthalamic nucleus and 
thalamus. In situ hybridization and immunohistochemistry in the rat 
revealed increased expression of SGK1 in neurons of the hippocampal area 
CA3 after dehydration, compared with similar slices from brains of 
euvolaemic rats. Additionally, several oligodendrocytes, a few microglial 
cells, but no astrocytes, were positive for SGK1. The abundance of SGK1 
mRNA in the temporal lobe, including hippocampus, was increased by 
dehydration and SGK1 transcription in neuroblastoma cells was stimulated 
by an increase of extracellular osmolarity. Co-expression studies in 
Xenopus laevis oocytes revealed that SGK1 markedly increased the activity 
of the neuronal K+ channel Kvl . 3 . As activation of K+ channels modifies 
excitation of neuronal cells, SGK1 may participate in the regulation of 
neuronal excitability. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS * 
Background/ Aim : Expression of the constitutively active form of serum 
and glucocorticoid-dependent kinase ( (S422D) SGK1) in Xenopus oocytes has 
recently been shown to upregulate endogenous Na+/K+~ATPase activity, an 
effect presumably participating in the regulation of cellular K+ uptake 
and transepithelial Na+ transport. SGK1 and the two isoforms SGK2 and SGK3 
are stimulated by insulin and insulin-like growth factor-1 (IGF-1) , which 
have been shown to enhance Na+/K+-ATPase activity in a variety of cells. 
The present experiments have been performed to elucidate whether or not 
wild-type SGK1, SGK2 and SGK3 are similar to (S422D)SGK1 in being 
effective regulators of Na+/K+-ATPase . Methods: To this end, 
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SOURCE : 



DOCUMENT TYPE: 
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AB 



dual-electrode voltage clamp experiments were performed in Xenopus oocytes 
injected either with water or with mRNA of constitutively active 
(S422D)SGK1 and wild-type SGK1, SGK2 or SGK3 . Na+/K+-ATPase activity was 
estimated from the outward-directed current created by readdition of 
extracellular K+ in the presence of K+ channel blocker Ba2+ following a 
10-min exposure to K+-free extracellular fluid. Results: The 
outward-directed current was fully abolished by incubation with 1 mM 
ouabain and was significantly larger in oocytes expressing (S422D) SGKl , 
SGKl, SGK2 or SGK3 , as compared to those injected with water. Conclusion: 
The stimulating effect of SGKl on the Xenopus oocyte Na+/K+-ATPase is 
mimicked by the isoforms SGK2 and SGK3 . Thus, all three kinases may 
participate in the regulation of Na+/K+-ATPase activity by hormones such 
as insulin and IGF-1. Copyright (C) 2002 S. Karger AG, Basel. 
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DOCUMENT TYPE: Article; Journal 

LANGUAGE : Engl i sh 

REFERENCE COUNT: 37 

* ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS * 

AB The human serine/threonine kinase hSGKl is expressed ubiquitously with 

highest transcript levels in pancreas and liver. This study has been 
performed to determine the hSGKl distribution in normal liver and its 
putative role in fibrosing liver disease. HSGKl-localization was 
determined by in situ hybridization, regulation of hSGKl-transcription by 
Northern blotting, fibronectin synthesis and hSGKl phosphorylation by 
Western blotting. In normal liver hSGKl was mainly transcribed by Kupffer 
cells. In liver tissue from patients with chronic viral hepatitis, hSGKl 
transcript levels were excessively high in numerous activated Kupffer 
cells and inflammatory cells localized within fibrous septum formations. 
HSGKl transcripts were also detected in activated hepatic stellate cells. 
Accordingly, Western blotting revealed that tissue from fibrotic liver 
expresses excessive hSGKl protein as compared to normal liver. TGF-betal 
(2 ng/ml) increases hSGKl transcription in both human U937 macrophages and 
HepG2 hepatoma cells. H202 (0.3 mM) activated hSGKl and increased 
fibronectin formation in HepG2 cells overexpressing hSGKl but not in HepG2 
cells expressing the inactive mutant hSGKl (K127R) . In conclusion hSGKl is 
upregulated by TGF-betal during hepatitis and may contribute to enhanced 
matrix formation during fibrosing liver disease. Copyright (C) 2002 S. 
Karger AG, Basel. 
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AUTHOR (S) : Lang, Florian [Inventor, Reprint author]; Waldegger, 
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Im Rotbad 52, 72076 Tubingen, Germany 
US 6326181 December 04, 2001 
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Patent 
English 

Entered STN : 16 Jan 2 002 
Last Updated on STN: 2 5 Feb 2 002 
AB The present invention relates to the cloning and characterization of a 
human serine/ threonine kinase (h-sgk: serum and 

glucocorticoid dependent kinase) . The invention furthermore relates to 
reagents for diagnosing conditions associated with a change in cell volume 
and/or in "macromolecular crowding" in the body, such as, for example, 
hypernatremia, hyponatremia, diabetes mellitus, renal failure, 
hypercatabolism, hepatic encephalopathy, inflammation and microbial or 
viral infections. The present invention additionally relates to 
pharmaceuticals comprising the h-sgk, nucleic acids 
which code for the h-sgk, or receptors, in particular 
antibodies, which specifically bind to the h-sgk. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
One of the striking morphological features of renal failure is an 
increase of cell volume. This review explores the role of cell volume 
regulatory mechanisms in the pathophysiology of progressive renal disease. 
The case is made that TGF-beta, a major cytokine involved in the 
development of progressive renal failure, upregulates the transcription of 
the serum and glucocorticoid-dependent kinase hSGKl , involved in cell 
volume regulation. Excessive extracellular glucose concentrations 
stimulate TGF-betal expression and thus similarly enhance 
hSGKl-transcription. The kinase stimulates two mechanisms important for 
cell volume regulation, i.e. the renal epithelial Na+ channel ENaC and the 
thick ascending limb Na+, K+, 2C1 (-) cotransporter BSC1. On the one hand, 
stimulation of renal tubular transport leads to renal retention of Na+, 
which favours the development of hypertension. On the other, the increase 
of cell volume stimulates protein synthesis and inhibits protein 
degradation, contributing to the enhanced net formation and deposition of 
matrix proteins. At later stages, the increase of cell volume may be 
reversed to atrophy, and cell death may lead to loss of functional tissue. 
In conclusion, progressive renal disease is paralleled by deranged cell 
volume regulatory mechanisms. 
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(20011204) . US Patent: 6326181; US CLASS: 435/194; 
424/94.5. 
Patent 
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English 
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The present invention relates to the cloning and characterization of a 
human serine/threonine kinase (h-sgk: serum and 

glucocorticoid dependent kinase) . The invention furthermore relates to 
reagents for diagnosing conditions associated with a change in cell volume 
and/or in "macromolecular crowding" in the body, such as, for example, 
hypernatremia, hyponatremia, diabetes mellitus, renal failure, 
hypercatabolism, hepatic encephalopathy, inflammation and microbial or 
viral infections. The present invention additionally relates to 
pharmaceuticals comprising the h-sgk, nucleic acids 
which code for the h-sgk, or receptors, in particular 
antibodies, which specifically bind to the h-sgk. 
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The invention relates to medicaments which contain inhibitors or 
activators of cell-vol . -regulated human serum and glucocorticoid-dependent 
kinase h-sgk, a serine -threonine kinase. Medicaments 
of this type contg. staurosporin or chelerythrine are suitable for 
treating conditions, such as fibrosis, in which an increased or reduced 
expression of h-sgk is identified. 

THERE ARE 17 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE COUNT: 



17 



L25 ANSWER 9 OF 16 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



DUPLICATE 1 



MEDLINE on STN 
2 001034 894 MEDLINE 
20508352 PubMed ID: 11052997 
Expression of cell volume -regulated kinase h- 
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Transcript levels of the human serine/threonine kinase h- 
sgk have been found to be highest in pancreas. In the present 
study, localization and regulation of h-sgk 

transcription in pancreatic tissue were elucidated. As was apparent from 
radioactive in situ hybridization, most pancreatic acinar cells expressed 
high levels of h-sgk mRNA. h-sgk 

mRNA-positive cells were also found in ductal epithelia but not in 

pancreatic islets. In biopsy specimens from patients with pancreatitis, 

h-sgk mRNA levels were decreased in acinar cells but 

abundant in numerous mononuclear interstitial cells within areas of 

pancreatic necrosis and fibrosis. As shown by Northern blotting, 

h-sgk transcription in DAN-G pancreatic tumor cells is 

upregulated by osmotic cell shrinkage, serum, phorbol esters (phorbol 
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12, 13-didecanoate) , and Ca(2 + ) ionophore A-23187 and decreased by 
staurosporine and cAMP. In conclusion, h-sgk 

transcription is regulated not only by cell volume but also by serum, 
protein kinase C stimulation, cAMP, and increase of intracellular Ca(2+) 
activity. The kinase may participate not only in normal function of 
exocrine pancreas but also in fibrosing pancreatitis. 
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h-sgk serine -threonine protein kinase 

as transcriptional target of p3 8/MAP kinase pathway in 
HepG2 human hepatoma cells. 
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Lang F 
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The human serum and glucocorticoid dependent serine/ threonine kinase 
h-sgk has previously been discovered as cell volume 

regulated gene. The present study has been performed to elucidate the 
involvement of p3 8 -kinase in the transcriptional control of h- 
sgk by osmotic cell shrinkage. The p3 8 -kinase has previously been 
cloned as the mammalian homologue of HOG1 kinase, which constitutes a part 
of the osmosensor in the yeast Saccharomyces cerevisiae. Phosphorylated 
(active) p38-kinase has been estimated with Western blotting, 
transcription of hsgk using Northern blotting. Both, increase of 
extracellular NaCl concentration by 50 mmol/1 and addition of 10 
micromol/1 anisomycin increase phosphorylation of the p3 8 -kinase within 5 
to 10 minutes, h-sgk transcription is upregulated by 

addition of 50 mmol/1 NaCl and by anisomycin (10 micromol/1) , effects 
completely inhibited by the specific p38-kinase inhibitor, SB 203580 (10 
micromol/1) . In conclusion, the stimulation of h-sgk 
transcription by osmotic cell shrinkage is mediated by p38-kinase. 
Copyright 2000 S. Karger AG, Basel. 
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h-sgk serine-threonine protein kinase 

gene as transcriptional target of transforming growth 
factor beta in human intestine. 
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199906 
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Entered Medline: 19990607' 
AB BACKGROUND & AIMS: Recently, the immediate early gene h- 

sgk was cloned as a hypertonicity- induced gene from human hepatoma 
cells. The aim of this study was to localize h-sgk 

messenger RNA (mRNA) expression in normal and inflamed intestinal mucosa 
and to identify potential transcriptional regulators. METHODS: h 
-sgk mRNA in small intestinal mucosa from healthy persons and 
patients with Crohn's disease was determined by in situ hybridization. 
Transcriptional regulation was studied by Northern blot analysis of total 
RNA isolated from cultured human Intestine 407, U937, and HepG2 cells. 
RESULTS: In normal ileum, h-sgk mRNA was selectively 
localized to the apical villus enterocytes, whereas no staining was 
detected in crypt cells. In Crohn's disease, enterocytes of the crypts 
expressed h-sgk and abundant h-sgk 

positive inflammatory cells appeared in the lamina propria. Combined 
h-sgk in situ hybridization and immunohistochemical 

analysis of CD68 antigen expression identified a part of these cells as 
macrophages. In addition to spatial correlation of transforming growth 
factor (TGF) -betal protein and h-sgk mRNA expression, 
h-sgk transcription in human Intestine 407 and HepG2 

cells as well as in U93 7 monocytes /macrophages was strongly induced by 
TGF-betal in vitro. CONCLUSIONS: h-sgk expression in 

normal and inflamed intestinal mucosa may be regulated by TGF-betal and 
may contribute to the pleiotropic actions of TGF-betal in mucosal cell 
populations . 
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the pathophysiology of diabetic nephropathy. 
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DE 1997-1008173 28 Feb 1997 

Patent 

German 

WPI: 1998-449109 [39] 



A nucleic acid (A) that encodes the human cell -volume regulating serum 
and glucocorticoid-dependent kinase (h-sgk) with a 

given 431 amino acid protein sequence is claimed. (A) has a given 2,370 
bp nucleotide sequence. Also claimed are nucleic acids that hybridize 
with (A) under stringent conditions and encode an active cell -volume 
regulating kinase, the transcription of which is not induced by fetal 
cattle-serum or glucocorticoids. Alternatively it can encode a kinase 
that is not identical with rat-sgk. The claims also cover polynucleotide 
fragments consisting of bases 980-1,480 of the given sequence that 
encodes an immunogenic fragment of h-sgk. The claims 
extend to recombinant h-sgk, and receptors that 
specifically bind to h-sgk. The new nucleic acids 

are used to detect (A) by Northern blotting and hybridization. The 
protein h-sgk can be used to detect receptors which 
can be used to detect and quantify h-sgk in 

immunoassays. This has application in diagnosis and therapy of 
conditions associated with cell -volume changes, including hyper-and 
hypo-natriemia, diabetes mellitus, fructose intolerance, Alzheimer 
disease, etc. (15pp) 
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Cloning of sgk serine -threonine protein kinase from shark 
rectal gland - A gene induced by hypertonicity and 
secretagogues . 

Waldegger S.; Barth P.; Forrest J.N. Jr.; 
R . ; Lang F . 

S. Waldegger, Department of Physiology 1, 
Tubingen, Gmelinstr. 5, D-72076 Tubingen, 
Pflugers Archiv European Journal of Physiology, 
436/4 (575-580) . 
Refs: 35 
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Journal; Article 
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English 
English 

Recently, the cell-volume-regulated serine -threonine protein kinase 
h- sgk was cloned from a human hepatoma cell line. The 
sgk gene was shown to be induced by cell shrinkage in many different 
mammalian cell lines. In this study, two highly conserved serine -threonine 
protein kinases, sgk-1 and sgk- 2, were cloned from rectal gland tissue of 
the spiny dogfish (Squalus acanthias) . Both kinases showed a distinct 
pattern of tissue specificity, with high expression levels in kidney, 
intestine, liver and heart. In rectal gland slices sgk-1 transcription was 
induced by exposure to hypertonic solution, reduction of the extracellular 
urea concentration, and addition of the secretagogues vasoactive 
intestinal polypeptide (VIP) and carbachol . The shark sgk-1 
serine -threonine protein kinase may therefore provide a link between cell 
volume, CI -secretion and protein phosphorylation state in shark rectal 
gland cells. 
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during anisotonic and isotonic alterations of cell volume. 
Waldegger S; Barth P; Raber G; Lang F 

Physiologisches. Institut I der Eberhard-Karls-Universitat , 
D-72076 Tubingen, Germany. 
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Hepatic metabolism and gene expression are among other regulatory 
mechanisms controlled by the cellular hydration state, which changes 
rapidly in response to anisotonicity, concentrative substrate uptake, 
oxidative stress, and under the influence of hormones such as insulin and 
glucagon. Differential screening for cell volume sensitive transcripts in 
a human hepatoma cell line revealed a gene for a putative serine/threonine 
kinase, h-sgk, which has 98% sequence identity to a 

serum- and glucocorticoid regulated kinase, sgk, cloned from a rat mammary 
tumor cell line, h-sgk transcript levels were strongly 

altered during anisotonic and isotonic cell volume changes. Within 30 min 

h~sgk RNA was, independent of de novo protein synthesis, 

induced upon cell shrinkage and, due to a complete stop in h- 

sgk transcription, reduced upon cell swelling. Comparable changes 

of sgk transcript levels were observed in a renal epithelial cell line. 

h-sgk mRNA was detected in all human tissues tested, 

with the highest levels in pancreas, liver, and heart. The putative 
serine/ threonine protein kinase h-sgk may provide a 
functional link between the cellular hydration state and metabolic 
control . 
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